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Detailed Action 

The following is responsive to the request for continued examination and 
amendment received Aug. 3, 2004. 

Claims 1-37 are cancelled. New claims 38-128 are added. Claims 38-128 are 
currently pending. 

All previous claim rejections maintained in the final rejection mailed Nov. 3, 2003 
are withdrawn in view of the following new ground(s) of rejection. Applicant's arguments 
concerning these rejections have been considered but are moot in view of the following 
new ground(s) of rejection. 

Applicant's Information Disclosure Statements received Oct. 10, 2003 and Aug. 
3, 2004 have been considered. Please refer to Applicant's copies of the 1449s 
submitted herewith. 

Specification 

The specification is objected to because it does not contain a section entitled 
"BRIEF DESCRIPTION OF THE DRAWINGS". Appropriate correction is requested. 

New Ground(s) of Rejection 
Claim Objection(s) 

1 . Claims 87-88, 95-96, 1 03-1 04, 1 1 1 -1 1 2 are objected to because of the following 
informalities: in claims 87-88, 95-96, 103-104 and 111-112, line 1 , "for from" renders 
the claim awkward and should be reworded. Appropriate correction is required. 

Claim Rejection(s)—35 USC 112 
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The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

2. Claims 53-56 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 53 recites the limitation "LHRH antagonist" in line 1 . There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 54 recites the limitation "LHRH antagonist" in line 1. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 55 recites the limitation "the LHRH antagonist" in line 1 . There is 
insufficient antecedent basis for this limitation in the claim. 

Claim 56 recites the limitation "the LHRH antagonist" in line 1. There is 
insufficient antecedent basis for this limitation in the claim. 

Claim Rejection(s)—35 USC 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

3. Claims 38-39, 41-43, 46, 47, 48, 49, 50, 51, 52, 54-55, 58, 59, 60, 61-62, 64-66, 
69-70, 71, 72-74, 76-77, 80-81, 82 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Olivennes et al. 
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Olivennes et al. disclose the invention substantially as claimed. Specifically, 
Olivennes et al. teach a method of carrying out controlled ovarian hyperstimulation in 17 
women, wherein an amount of the exogenous gonadotropin hMG is administered to the 
women starting on day 2 of the menstrual cycle. Then a dose of 5 mg of Cetrorelix, an 
LHRH antagonist, is administered subcutaneously. A second injection was performed 
48 hours later if the triggering of ovulation was not decided in the meantime. Six 
patients received one injection and 1 1 patients received two administrations. Plasma LH 
levels showed a marked decrease and remained low after the administration of 
Cetrorelix. Ovulation was triggered by administering an effective amount of the hormone 
hCG. The end result of the study was that six clinical pregnancies were obtained. 
Olivennes et al. disclose that the LHRH antagonist, Cetrorelix, in a single or dual 
administration protocol was able to prevent LH surge in all of the 17 patients studied. 
Please see the abstract; page 469, "Study Protocol"; page 475, last full paragraph. 

Claim Rejection(s)—35 USC 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 
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2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 

prior art under 35 U.S.C. 103(a). 

4. Claims 40, 44, 45, 53, 56-57, 63, 67-68, 75, 78-79, 83-128 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Olivennes et al., supra in view of Reissmann 
et al. 

Olivennes et al, as applied above. 

Olivennes et al. do not disclose administering 3 mg of Cetrorelix or administering 
Cetrorelix starting cycle day 4-8 or 6-10. However, the Examiner refers to Reissmann et 
al., which disclose a study in which patients were stimulated with HMG. Then starting on 
cycle day 7, cetrorelix was administered subcutaneously to the patients. Three hours 
before inducing ovulation, LH measurements showed a decrease in LH levels. Please 
see page 1978, first column, third full paragraph. 

Additionally, Reismann et al. disclose another study where patients, involved in 
assisted reproduction techniques, were successfully stimulated after pretreatment with 
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Cetrorelix by daily administration starting on cycle day 7 until induction of ovulation. The 
fertilization rate was 61 .5% and the mean amount of HMG needed was only 27 
ampoules versus 40-50 ampoules in another study. Please also see page 1978, second 
column, second full paragraph. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to further modify the method of Olivennes et al. by administering 3 
mg of Cetrorelix starting on cycle day 7 because, based on the desirable results 
disclosed in Reismann et al., one of ordinary skill in the art would reasonably expect 
such a lower dosage and administration starting point to prevent premature LH surges 
thereby producing fertilizable oocytes. 

Concerning the claimed dosage amount of 0.25 mg/day per multiple days, since 
Reismann et al. establish a correlation between the amount of cetrorelix administered 
and resulting plasma LH levels (please see again, page 1978, third full paragraph), it 
would have been obvious to one of ordinary skill in the art at the time the invention was 
made to further modify the amount of Cetrorelix administered such that desired 
prevention of premature LH surges is achieved and maintained until ovulation is 
stimulated for assisted reproduction techniques. 

With respect to claim 1 1 5, which does not require the administration of an 
exogenous gonadotropin, i.e. hMG, Reismann et al. disclose that premature LH surges 
in assisted reproduction technology (ART) can be prevented by short term applications 
of an LHRH antagonist, i.e. Cetrorelix, associated with a "reduced HMG requirement for 
ovarian stimulation" (please see the abstract). Therefore, it would have been obvious to 
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one of ordinary skill in the art at the time the invention was made to further modify the 
method of Olivennes et al. and Reismann et al. to omit the administration of HMG 
because one of ordinary skill in the art would reasonably expect the administration of 
cetrorelix to achieve prevention of unwanted premature LH surges while allowing for 
normal follicular growth the occur. 

Concerning the claimed daily dosages, i.e 3 to 14 days, 3-7 days, it would have 
been obvious to one of ordinary skill in the art at the time the invention was made to 
further modify the daily dosages in the prior art such that unwanted LH surges are 
prevented thereby allowing for follicular growth to occur. 

In addressing claims 124-125, 127-128, it would have been obvious to one of 
ordinary skill in the art at the time the invention was made to modify the method of the 
prior art by substituting Cetrorelix with other conventional LHRH antagonists with the 
reasonable expectation that these other antagonists would be equally effective in 
preventing premature LH surges. Finally, extracorporeal fertilization by sperm injection 
as well as in vitro fertilization is conventional means of producing fertilizable oocytes 
and it would have been obvious and well with the capability of the skilled artisan to use 
them in the method of the prior art. 

Conclusion 

Hence, claims 38-128 are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Cybille Delacroix-Muirheid whose telephone number 
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is 571-272-0572. The examiner can normally be reached on Mon-Thurs. from 8:30 to 
6:00 as well as every other Friday from 9:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low, can be reached on 571-272-0951. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

com &]y^— 

Dec. 12, 2004 

Cybille Delacroix-Muirheid 
Patent Examiner Group 1£00 



